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ABSTRACT 



Compounds which inhibit certain activities of amylin but 
which also act as amylin agonists with respect to other 
amylin activities are disclosed. Such compounds are useful 
in treating disturbances in fuel metabolism in mammals, 
including but not limited to, diabetes, mellitus, including 
Type I diabetes and Type n diabetes, impaired glucose 
tolerance, insulin resistance and Syndrome X. The present 
invention also relates to methods of treating Type I diabetes, 
beneficially regulating gastrointestinal motility, treating 
impaired glucose tolerance, treating postprandial 
hyperglycemia, treating obesity and treating Syndromne X, 
comprising administration of a therapeutically effective 
amount of certain compounds, as described herein. 
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<222> LOCATION: (7) 

<223> OTHER INFORMATION: Xaa stands for NH2 

<400> SEQUENCE: 31 

Val Gly Ser Asn Thr Tyr Xaa 
1 5 



<210> SEQ ID NO 32 
<211> LENGTH: 7 
<212> TYPE: PRT 

<213> ORGANISM: Artificial Sequence 
<220> FEATURE: 

<223> OTHER INFORMATION: Synthetic peptides 

<220> FEATURE: 

<221> NAME/KEY: Amidation 

<222> LOCATION: (7) 

<223> OTHER INFORMATION: Xaa stands for NH2 

<400> SEQUENCE: 32 

Val Gly Ser Gly Thr Pro Xaa 
1 5 



We claim: 25 2. A compound according to claim 1 wherein 2^ is NHj. 

1. A compound of the formula: 3. A compound according to claim 1 wherein Xj is Gly. 

4. A compound according to claim 3 wherein X 5 is His or 

X r X 2 -X3-l^-X4^1n-Leu-X5-X^Leu<jln-Thr-Tyr-Pro-Arg- y^ D 

[SEQJD.NO.27j 5 ; A ^po^ according to claim 4 wherein X 4 is 

wherein: 30 Sef - Gln - 

. 6. A compound according to claim 5 wherein X 7 is 

(a) * lis ^ -a , +u Thr-Gly-Ser-Asn-Thr-Tyr [SEQJD.NO. 29] or Thr-Gly-Ser- 

(i) agroupof two annno acid residues selected ^ Gly-Thr-Pro-NH, [SEQID.NO. 30]. 

group consisting of I^u-Leu, ^u, De^Uu, tert- > A accor6hlg to claim 6 wherein Xl is 

L^-Uu, Me-Leu, and Ala-Thr, and N-acylated 35 z^s^T^.^val-Leu [SEQID.NO.28]. 

/ •v^ 1V3tlVeS '7 1 ^ e0 ^ 7 uit rccn m 001 8. A compound according to claim 7 wherein X 3 and X^ 

(u)thegrai ? Z 1 -Ser-TTir-Z 2 -V^upEQmN0^8] ^ e.^dSed with a carboxyUc acid having 1 tolcarbol 

wherein Z, is an ammo acid residue selected from . „ J 

• • _ _ _ _ ^ _ atoms, 

group comistmg of Leu, Val lie, tot-Leu, Nva, 9 A accoldiag to claim i wherein Z t is an 

Abu, and Nle or an N-acylated derivative thereof or 40 g^ p having 1 tolbout 10 carbon atoms or Leu. 

1 m m tSTL 8 ™!? 5 ^ 18 ? r m °f 10 - ^ impound acLrding to claim 9 wherein Z, is Ala 

residue selected from the group consisting of Ala, — r & j. 



or Cys. 



Ser, Cys, and Thr, u. A compound according to claim 10 wherein Z 1 is an 

(b) X2 is an amino acid residue selected from the group alkanoyl group, 
consisting of Gly, Glu, Asn or Aib; 45 1Z A compound according to claim 11 wherein X 3 and X^ 

(c) X 3 is an amino acid residue selected from the group are formamidated or acetarnidated. 
consisting of Arg, Orn, Lys and e-amidated derivatives 13. A compound according to claim 12 wherein is Ala. 
thereof; 14. a compound according to claim 13 wherein X 3 and Xg 

(d) X4 is a group of two amino acid residues selected from are Lys(For). 
the group consisting of Ser-Gln, Thr-Gln, Ala- Asn and 50 15. A compound according to claim 14 wherein Z l is 
Thr-Asn; 4-methylpentanoyl. 

(e) X 5 is an amino acid residue selected from the group 16. A compound according to claim 1 which has an amino 
consisting of His, Aib, De, Leu and Val; acid sequence selected from the group consisting of: 

(f) Xft is an amino acid residue selected from the group « 
consisting of Arg, Orn and Lys and e-amidated deriva- ^^^S^^'^ ^ ^' 

tives thereof; Gty-Ser-Asn-Thr-Tyr [SEQ.ID.NO. 1]; 

(g) X 7 is a group having 6 amino acid residues selected 

from the group consisting of 4-methylpentanoyl^-Thr-Ala-Val-Uu-Aib-Lys(For>l^^- 

(i) Hir-Gly-Ser-Asn-Thr-IVr [SEQ.ID.NO. 29]; « ^^"^^^^^^ ^"^^ro^^i- 

!(ii)TTir-Gly-Ser-Gly--nir-Fro[SEQ.IDJ4O.30]; Tbr^y-Ser-Gty-ii.r-P* [SEQJD.no. 2], 

(hi) Val-Gly-Ser-Asn-Thr-iy [SEQ.ID.NO. 31]; Ac-l^u-Ser-Thr^-Val-I^u-Gly-Arg-Uu-Sex-Gln-Glu-Leu-His- 
(iv) Val-Gly-Ser-Gly-Hir-Pro [SEQJD.NO. 32]; and Arg-Leu^ta-Trff-Tyr-Pro-Arg-T^ 

(h) Z 0 is OH or NH 2 ; ^ [SEQ.id.no. 3]; 
with die proviso that the compound does not have the 65 i^-ser-m-Ala-^^ 

formula of any of SEQ. ID. NOS. 14 to 26; and pharma- Leu-Gin-Thr-Ty-fto-Aig-Thr-Asn-Thr- 

ceutically acceptable salts thereof. Giy-Ser-Asn-Thr-iyr [seq.id.no. 4]; 
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and 
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Ixu^-Thr^-Val-I^-Gly-Aig-Lcu-Ser-GIn-Glu-Lcu-ffis-Arg- 
Lea-Gto-Thr-iyr-Pro-Aig-Thr-Asii- 
Thr-Gly-Ser-Asn-Thr-Tyr [SEQ.I 

Ac-Leu-Ser-Thr-Ala-Val-Leu-Gly-Arg-^ 

Arg-Leu-Gln-Thr-Ty-Pro-Aig-Thr-Asn-Thr-Gl^er-Asn-Thr- 
Tyr /SEQ.IDJNO. 6]; 

Ac-Ixu^-Thr-Cys-Val-Ixu^ly-Aig-I^-SCT^ 

Arg-l^-GlD-Thr-Ty-I^Aig-Thr-Asn-Thr-(^^-Asn-'Ilir- 
Tyr \SEQ.IDJ40. 71; 

Val-I^-Ai>I^(For>Leu-Ser^ln-Gl-Leu-Ai^ 
Thr-Ty-Pro-Arg-Thr-Asn-Thr-Gly-Sex- 
A&n-Thr-Tyr [SEQ^DJ^O. 8]; 



Ac-Val-I^-Aib-l^(For)-lxa-SCT-Gln-Gln-Len-Aib-l^s(For>^ 
Gln-Thr-Tyr-Pro-Aig-Thr-Asn-Thr-Gly- 
Ser-Asn-Thr-Tyr [SEQJD.NO. 9]; 

4-methylpentanoyl-Ser-Thr-Alii-V^^ 

Gto-<jln-Leu-Aib-I^(FarH^-Gl^^ 
Thr-Gly-Ser-Asn-Thr-Tyr [SEQJD.NO. 10]; 

4-me%lpentanoyl-Ser-Thr<V^VaL 

Gln^ln-L^-Aib-I^(For^Leu^ln-Thr-Tyr- 
Thr-ay-Ser-Asn-Thr-Tyr [SEQJD.NO. Ill; 

Ala-Thr-AiT>-I^CFar)-I^-Ala-Asn^lu-I^ 
GlD-Thr-Tyr-Pro-Aig-Thr-Asn-Thr-Gly- 
Ser-Asn-Thr-Tyr [SEQJDJSTO. 12]; 



Ac-Ala-Thr-AiVI^(Fcr)-I^ 

I^-Gln-Thr-Tyr-Pro-Aig-Thr-AsD- 

Thr-Gly-Ser-Asn-Thr-Tyr [SEQ.ID.NO. 13]. 

17. Hie compound Leu-Ser-Thr-Cys-Val-Leu-Gly-Aig- 
Ixu-Ser-Gln-Glu-Leu-His-Arg-Leu-Gln-'Inr-Tyr-Pro-Arg- 
Thr-Asn-Thr-Gly-Ser'Asn-Thr-Tyr [SEQ.ID.NO. 1]. 



10 



20 



25 
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4-memylpentanoyl-Ser-Thr-Ala-Val- 
-Gln-Glu-Leu-Aib-Lys(For)- 
i^Asn-Thr-Gly-Ser-Gly-Thr- 



-Lys(For)- 
Leu-Gln-Thr-Tyr-Pro-/ 
Pro fSEQ.ID.NO. 2]. 

19. A composition comprising V compound of any of 
claims 1 to 8^in^ pharmaceutically ^acceptable carrier. 

20. A method of treating diabetes i i a subject in need of 
treatment which comprises administe ing to said subject a 
therapeutically effective amount of a compound of any of 
claim 1, 2, 15, 16, 17 or 18. 

21. A method according to claim ^0 wherein said diabetes 
is type I diabetes. 

:laim 20 wherein said diabetes 



A method < 
is type! 

23. A method of beneficially regulating gastrointestinal 
motility in a subject comprising administering to said sub- 
ject a therapeutically effective amount of a compound of any 
of claim 1, 2, 15, 16, 17 or 18. 

24. A method according to claim 23 wherein said benefi- 
cial regulation of gastrointestinal motility comprises delay- 
ing gastric emptying. 

25. A method of treating a disorder selected from the 
group consisting of: impaired glucose tolerance; postpran- 
dial hyperglycemia; obesity; and Syndrome x; in a subject in 

30 need of treatment which comprises administering to said 
subject a therapeutically effective amount of a compound of 
any of claim 1, 2, 15, 16, 17 or 18. 
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1. 12 The amendment filed on 18 April 2005 under 37 CFR 1.312 has been considered, and has been: 

a) 13 entered. 

b) □ entered as directed to matters of form not affecting the scope of the invention. 

c) □ disapproved because the amendment was filed after the payment of the issue fee. 

Any amendment filed after the date the issue fee is paid must be accompanied by a petition under 37 CFR 1.313(c)(1 ) 
and the required fee to withdraw the application from issue. 

d) □ disapproved. See explanation below. 

e) □ entered in part. See explanation below. 

The Bibliographic Sheet information has been revised to indicate 7/16/01 filing date of present application and Office of 
Initial Patent Examination (OIPE) has been notified as to corrected filing receipt. 
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